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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides for the methods of modulating an immune response 

in an individual by administration of a thione-f orming disulfide (TFD) . 
Immunomodulatory responses include, but are not limited to, increased 
natural killer cell activity, expansion of nk 

cell population, decreased B cell population, decreased antibody 
production, and increased mitogenic potential. Methods of modulating 
such immune responses and the uses of immunomodulation are provided 
herein. 
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AB The invention discloses the methods of modulating an immune response in an 
individual by administration of a thione-f orming disulfide (TFD) . The 
thione- forming disulfide compds . R-S-S-R (R= aromatic heterocycle with neg. 
substituents, cyclic group having at least one 5 or 6 membered heterocycle 
ring with each ring with at least one nitrogen and optionally N, O or S; R 
comprises a pyridinyl, pyrimidinyl, thiazolyl or quinolinyl group) . 
Immunomodulatory responses include, increased natural 
killer cell activity, expansion of NK cell population, 

decreased B cell population, decreased antibody production, and increased 



mitogenic potential. Methods of modulating such immune responses and the 
uses of immunomodulation are also provided. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compounds having the formula: ##STR1## are antagonists of leukotrines of 

C.sub.4, D.sub.4 and E.sub.4, the slow reacting substance of 
anaphylaxis. These compounds are useful as anti-asthmatic, anti-allergic 
and anti-inflammatory agents . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compounds having the formula: ##STR1## are antagonists of leukotrines of 

C.sub.4, D.sub.4 and E.sub.4, the slow reacting substance of 
anaphylaxis. These compounds are useful as anti-asthmatic, anti-allergic 
and anti-inflammatory agents. 
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AB Disclosed is a method of making conjugates of cell binding agents and. 
small mol. drugs comprising reacting a cell binding agent with a 
bifunctional crosslinking moiety to thereby provide the cell binding agent 
with a reactive disulfide group and then reacting the modified cell 
binding agent with a small mol. drug comprising a free thiol group. 
Bifunctional crosslinking moieties are also disclosed. For example, 
N-sulfosuccinimidyl 4- ( 5-nitro-2-pyridyldithio) -pentanoate was synthesized 
by esterifying 4-mercaptopentanoic acid converted from 1 , 3-dibromobutane 
with N-hydroxysulf osuccinimide, and then was effectively conjugated with 
murine monoclonal IgGl N901 and maytansinoid DM1. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides for the methods of modulating an immune 

response in an individual by administration of a thione-f orming 
disulfide (TFD) . Immunomodulatory responses include, but are 
not limited to, increased natural killer cell activity, expansion of NK 
cell population, decreased B cell population, decreased antibody 



production, and increased mitogenic potential. Methods of modulating 
such immune responses and the uses of immunomodulation 
are provided herein. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed is a method of making conjugates of cell binding agents and 

small molecule drugs comprising reacting a cell binding agent with a 
bifunctional cross-linking moiety to thereby provide the cell binding 
agent with a reactive disulfide group and then reacting the modified 
cell binding agent with a small molecule drug comprising a free thiol 
group. Bifunctional cross-linking moieties are also disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB 


The present 


invention relates to methods of 


identifying 


a mol . 


from 


a 



library of mols. that inhibits binding of human immunodeficiency 
virus nucleocapsid 7 polypeptide (NCp7) to an oligonucleotide comprising 
the v|/ site of HIV-1 virus. Thus, an NCp7 polypeptide is admixed with 
at one labeled HIV-1 vy-site oligonucleotide and an amount of the mol. to 



be tested under binding conditions. A decrease in the amount of 
oligonucleotide bound in the presence of the mol . compared with the amount 
of oligonucleotide bound in the absence of the mol. indicates that the 
mol. inhibits binding of NCp7 polypeptide to the oligonucleotide. The 
inhibiting agents may be used for treating HIV infection and/or inhibiting 
HIV viral replication (no data) . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to methods of identifying a molecule from 

a library of molecules that inhibits binding of human 
immunodeficiency virus nucleocapsid 7 polypeptide (NCp7) to an 
oligonucleotide which comprises admixing an NCp7 polypeptide with at one 
labeled HIV-1 psi-site oligonucleotide and an amount of the molecule to 
be tested under binding conditions; and determining the amount of 
oligonucleotide bound to the NCp7 polypeptide, wherein a decrease in the 
amount of oligonucleotide bound in the presence of the molecule compared 
with the amount of oligonucleotide bound in the absence of the molecule 
indicates that the molecule inhibits binding of NCp7 polypeptide to the 
oligonucleotide. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT . 
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AB The invention discloses the methods of modulating an immune 

response in an individual by administration of a thione-f orming disulfide 
(TFD) . The thione-f orming disulfide compds . R-S-S-R (R= aromatic heterocycle 
with neg. substituents, cyclic group having at least one 5 or 6 membered 
heterocycle ring with each ring with at least one nitrogen and optionally 
N, 0 or S; R comprises a pyridinyl, pyrimidinyl, thiazolyl or quinolinyl 
group) . Immunomodulatory responses include, increased natural 
killer cell activity, expansion of NK cell population, decreased B cell 
population, decreased antibody production, and increased mitogenic potential. 
Methods of modulating such immune responses and the uses of 
immunomodulation are also provided. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Oligonucleotides and other biomolecules are immobilized in high density 

on solid substrates through covalent forces using either a permanent 
thioether bond, or a chemoselectively reversible disulfide bond to a 
surface thiol. Substrates which have hydroxyl groups on their surfaces 
can be first silanized with a trichlorosilane containing 2-20 carbon 
atoms in its hydrocarbon backbone, terminating in a protected thiol 
group. The oligonucleotides or other biomolecules are first connected to 
a tether consisting of a hydrocarbon or polyether chain of 2-20 units in 
length which terminates in a thiol group. This thiol may be further 
modified with a halobenzylic-bif unctional water soluble reagent which 
all ows the conjugate to be immobilized onto the surface thiol group by a 
permanent thioether bond. Alternatively, the oligonucleotide-tether- 
thiol group can be converted to a pyridyldisulf ide functionality which 
attaches to the surface thiol by a chemoselectively reversible disulfide 
bond. The permanently bound oligonucleotides are immobilized in high 
density compared to other types of thiol f unctionalized silane surfaces 
and to the avidin-biotin method. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Oligonucleotides and other biomolecules are immobilized in high density 

on solid substrates through covalent forces using either a permanent 
thioether bond, or a chemoselectively reversible disulfide bond to a 
surface thiol. Substrates which have hydroxyl groups on their surfaces 
can be first silanized with a trichlorosilane containing 2-20 carbon 
atoms in its hydrocarbon backbone, terminating in a protected thiol 
group. The oligonucleotides or other biomolecules are first connected to 
a tether consisting of a hydrocarbon or polyether chain of 2-20 units in 
length which terminates in a thiol group. This thiol may be further 
modified with a halobenzylic-bif unctional water soluble reagent which 
allows the conjugate to be immobilized onto the surface thiol group by a 
permanent thioether bond. Alternatively, the oligonucleotide-tether- 
thiol group can be converted to a pyridyldisulf ide functionality which 
attaches to the surface thiol by a chemoselectively reversible disulfide 
bond. The permanently bound oligonucleotides are immobilized in high 
density compared to other types of thiol f unctionalized silane surface 
and to the avidin-biotin method. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB The present invention provides several classes of compds . which can be 
used to inactivate retroviruses, e.g. HIV-1, by attacking the CCHC zinc 
fingers of the viral nucleocapsid protein and ejecting the zinc therefrom. 
In addition, kits for identifying compds. that can react with CCHC zinc 
fingers of the nucleocapsid proteins of a large number of different 
retroviruses have also been developed. The kits of the present invention 
describe a set of specific tests and reagents that can be used to screen 
and identify compds. based on their ability to react with and disrupt 
retroviral zinc fingers in the viral NC proteins and, in turn, inactivate 
the retrovirus of interest. 
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TI Stabilization of IgM-containing reagent solution with reducing agents and 
sulfhydryl -modifying agents for immunoassay of IgM-type 
antibodies 
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AB An IgM-containing reagent solution to be used in the immunoassay for 

the determination of IgM-type antibodies against hepatitis A virus or hepatitis 
virus core antigen is stabilized by modifying the IgM reagent with a group 
of reducing agents and free SH group-reactive agents. 
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AB Several classes of compds . (disulfides, maleimides, a-halogenated 

ketones, hydrazides, nitric oxide and NO-containing derivs . , cupric ions and 
complexes thereof, ferric ions and complexes thereof) are provided which 
can be used to inactivate retroviruses, e.g. HIV-1, by attacking the CCHC 
zinc fingers of the viral nucleocapsid protein and ejecting the zinc 
therefrom. In addition, kits for identifying compds. that can react with 
CCHC zinc fingers of the nucleocapsid proteins of a large number of different 
retroviruses have also been developed. The kits of the present invention 
describe a set of specific tests and reagents that can be used to screen 
and identify compds. based on their ability to react with and disrupt 
retroviral zinc fingers in the viral NC proteins and, in turn, inactivate 
the retrovirus of interest. The effect of e.g. disulfides on HIV-1 is 
included. 
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AB The involvement of membrane sulfhydryl groups in the uptake of adenosine 
and thymidine was examined in rat thymocytes pretreated with 
6, 6 f -dithiodinicotinic acid (CPDS) and N-ethylmaleimide (NEM) . CPDS, 
which is known to react uniquely with external membrane sulfhydryls, under 
short incubation conditions, did not significantly affect the uptake of 
adenosine and thymidine. Formation of cAMP in nonstimulated and 
adenosine-stimulated cells was also unaltered by CPDS. However, 
inhibition of adenosine uptake by competitive inhibitor, dipyridamole, was 
significantly stronger when the cells were pretreated with CPDS. 
Preincubation of cells with NEM showed differential sensitivity of 
adenosine and thymidine uptake, depending on concentration of this 
sulfhydryl alkylating agent. The results suggest the involvement of 
NEM-accessible sulfhydryls in membrane transport of adenosine and 
thymidine. Dual effect of NEM on nucleoside transport may be related to 
the complexity of nucleoside carrier (s) or to the existence of different 
nucleoside carriers within thymocyte membranes. On the other hand, the 
easily accesible, external membrane -SH groups which can blocked with 
CPDS, are not essential in thymocyte nucleoside transport but they appear 
to be situated at a site which interacts with the membrane transport 
system of nucleoside. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

There is described a method for splitting at least one disulphide bond 
— S — S — , where each of the sulphur atoms is directly bound covalently 
to its respective aliphatic carbon atom in an organic substance which 
contains at least one such disulphide bond, in which each bond — S — S — 
which is split is converted substantially to two reactive groups of the 
formulae — S — S — R.sub.l and R.sub.2 — S — S — , where R.sub.l and R.sub.2 
are equal or different and each is an organic residue. Splitting of the 
bond is effected by reacting said organic substance with a mixture of a 
compound R.sub.3 — S--S — R.sub.4 and a compound capable of existing in 
the tautomeric forms R.sub.5 --S--H and HR.sub.5 .dbd.S or corresponding 
resonance-stabilized anion forms, in which compounds the residues 
R.sub.3, R.sub.4 and R.sub.5 (i) are organic residues of which all are 
different, two are equal or all are equal, and (ii) are defined in (a) 
that each of the aforesaid sulphur atoms in the compounds R.sub.3 
— S — S — R.sub. 4 and R.sub.5 — S — H is bound to a carbon atom in an 
aromatic ring and (b) that under prevailing splitting conditions a 
compound R.sub.3 — S — H or R.sub.4 — S — H released by the reaction of 
the compound R.sub.3 — S — S — R.sub.4 and the compound R.sub.5 — S — H 



exist substantially in their tautomeric forms HR.sub.3 1 .dbd.S, HR.sub.4 
'.dbd.S and HR.sub.5 f .dbd.S respectively, or corresponding 
resonance-stabilized anion forms. In each of the groups — S — S — R.sub.l 
and R.sub.2 — S — S — produced by splitting the disulphide bond, R.sub.l 
and R.sub.2 are each a residue of the group which consists of R.sub.3, 
R.sub.4 and R.sub.5. The invention also relates to an organic compound 
produced by the aforesaid splitting and exhibiting at least one group 
— S — S — R.sub.l and/or R.sub.2 — S — S — bound covalently to an aliphatic 
carbon atom, in which groups R.sub.l and R.sub.2 have the aforegiven 
significance . 
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AB A method is described for splitting disulfide bonds in aliphatic thiols, such 
as enzymes, Igs, antibodies, agarose, and polypeptides, and in 
low-mol . -weight compds . such as cystine, in which the splitting is effected 
by reacting the mol . containing the aliphatic disulfide bond with a mixture of a 
compound R3-S-S-R4 and a compound which can exist in the tautomeric forms 
R5-S-H and HR'5 = S or the corresponding resonance-stabilized anion form, 
in which R3, R4, and R5 are organic residues which may be the same or 
different. Splitting is pH-dependent and is carried out in aqueous media at 
pH 5-12. The method also involves conjugates produced from the obtained 
products and which can be conjugated to a carrier, therapeutically active 
compds., or used for immunizing purposes. Thus, IgG antibodies 
produced in sheep were incubated with 5 mM 2, 2 ' -dipyridyl disulfide and 
different concns . of 2-thiopyridone for 24 h at 23°. The reaction 
mixture was then separated on columns containing dextran crosslinked with 
epichlorohydrin. The protein fractions were collected and the content of 
the groups that could be split to 2-thiopyridone was determined 
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AB A reagent for use in immunochemical assay methods carried out 

in the presence of an aqueous liquid, which reagent comprises a 
conjugate of one or more molecules of immunoglobulin and one 
or more units of an analytically indicatable group which molecules and 
units are bound together via bridges containing the group, — S — S — , 
said conjugate being soluble in said aqueous liquid. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Immunochem. reagents are prepared by attaching readily detectable 
mols. (enzymes, chromophores , or radioactive labels) to immunochem 
. reactive mols. (Igs) by thiolation of each component followed by 
disulfide bond formation. E.g., 6 mg a-amylase (I) was dissolved in 
2 mL 0.1M NaHC03, sparged and blanketed with N, and mixed with 3 mg Me 
4-mercaptobutyrimidate-HCl (II). After 30 min, thiolated I was separated from 
low-mol .-weight compds . by gel filtration and analyzed for SH content; it 
contained 1.4 mol SH/mol protein. Similar treatment of 10 mg sheep 
anti-rabbit antibodies (III) with 0.25 mg II gave thiolated III containing 
mol SH/mol protein. Thiolated I (in .apprx.3 mL 0 . 1M NaH2P04) was mixed 
with 1 mL 8 mM bis-5- ( carboxy-2-pyridyl ) -disulfide . After 2 h at 
23°, the reaction mixture was dialyzed to give a I derivative containing 1. 
mol carboxypyridyldisulfide/mol protein. Thiolated III in .apprx.3 mL 
0.1M NaH2P04 was mixed with the disulfide derivative of I (also in .apprx.3 
0.1 M NaH2P04) and incubated with shaking for 10 h at 23°. Gel 

filtration of the reaction mixture gave a bimol . conjugate containing 40% of the 
I activity added to the mixture An example of an immunoassay 
using such an enzyme-anbibody conjugate is given. 
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AB The number of sulfhydryl groups in the membranes of rat thymocytes were 

determined, and expressed in terms of concentration of 6-mercaptonicotinic 
acid produced by reduction of 6, 6 1 -dithiodinicotinic acid. The influence 
of incubation of thymocytes in solutions of L-cysteine, reduced 
glutathione and dithiothreitol on the number of -SH groups was studied. 
About 2-fold higher degree of reduction of 6-6 1 dithiodinicotinic acid was 
observed in the reaction with thymocytes incubated previously in a 2 mM 
solution of L-cysteine in comparison with controls. Incubation of 
thymocytes with dithiothreitol and glutathione had no effect on the number 
of -SH groups . 
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